Regulation of endothelial permeability by second messengers.
The mechanisms by which mediators such as oxidants released by neutrophil (PMN) activation increase endothelial permeability are poorly understood. The focus of this article is to identify some of these mechanisms. Studies using endothelial cell monolayers in culture have shown that PMN activation increases endothelial permeability both in the presence and absence of PMN-endothelial monolayer contact. Hydrogen peroxide (H2O2), an oxidant released by PMN activation, plays an important role in PMN-induced increases in endothelial permeability. The results of these studies suggest that, as with other mediators of inflammation (e.g., histamine, thrombin) the mechanism of H2O2-induced increase in endothelial permeability involves activation of endothelial protein kinase C (PKC) and increase in endothelial cytosolic Ca2+.